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DETAILED ACTION 



1 Claims 1-33 were originally presented. 

4 Claims 1-11, 27 and 28 are pending. 

5 The infonnation aselosure — ' ^a^^-* ^^^^^ 

considered . Drawings 

s ^«ed 10/15/99 have been accepted by the drafsperson. 
6. The drawings submitted 10/13/^^ nd 

Claim Rejections - 35 V.S.C § 112 

, w.c 1 U 27 and 28 in Paper No. 8, the rejection 

Claim Rejections- 35 U.S.C.U02 

..o ^.r^MISC 102(b) as being anticipated by 
« The reiection of claims 1 , 2, 27 and 28 under 35 US.U ^^^^^^^^^ ,i,u„s 

Lberi^r;s.t^.^^^ 

No. 9 that the ex U S C 102(b) as being anticipated by 

o The reiection of claims 1, 2, 27 and 28 under 35 ILS.C^ ^.^dments to the claims 
Lber^rP^t #5,194,254) i^^^^^^^^^ 

r9SJ.er^^ 
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. 1 • 1 9 ^7 and 28 under 35 U.S.C. 102(b) as being anticipated by 
10. The rejection of claims 1 . 2, 27 and^» un ^^^^ in the paper 

Baier et aUUX is ^-^^^M^^^^^^^ ^^^^^ ^"'^ '^"^ " 

filed 10/8/99, Paper No. 8, whicn now 

light chains. 



Ctefm Rejections - 35 l/.S.C. § 103 



w „ nf TI S C 103(a) which forms the basis for all 
11 The following is a quotation of 35 U.b.'-- i^^W 

obviousness rejections set forth "^^^^ffice^^^^^^ ^^^^^^^ ''^^'T^TJTI' 

(a) A patent may not be obtained though *e invenuo ^^^^^^ p„or art 

ectS 102 of this title, if the '"ff--^ ^^^^^^^^ at *e time the invention was made to a 

K filed in Paper No. 8 have been fully considered but they are not 
12. Applicant's arguments filed m Paper 

persuasive. 

the same reasons set forth in Paper No. 8. 

10 of Paper No. 8, that Skea uses tte ^^"^^f^ „f Barber. This is twt found 
paper, it suffers the same detects 'T^^^^a ^ve been motivated to make 
pe^ive because one of ordtmry " ^^™°\„iaMi,y between batches and 
Lombinant monoclonal f^^!^! '^ if^^ skill to the art at the time the 
also to make antibodies Z anti-class n major 

invention v.as made would have been moW^ '° ^ ,,yele for antigen, 
histocompatabiUty complex ™"<«'°^ T,*^^^ , Wdge with mtom«,I disruption 
whereto the two molecules are coj^W ^^'"^^^ ^ u>ught antigen, 

,„ each to a method to more efficemly — ™m ^ ^ ^^^^ 
usmg a monoclonal antibody ^ff'^'^'^V^u^y, i„ ^ monoclonal antibody 
of I molecule as JaugM by Stea ^s^ F^e 2^ ^^.«) ^^^^^ ^ „. 
composition taught by the 480 patent , mm ^ reasonable 

:-rn^r:strLr^=— ^^^^^ 
:irr:a^e!:si:;=^^^^ 

evidence to the contrary. 
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• A ^-.r-^STTSC 103(a) as being unpatentable over 
same reasons set forth in Paper No. 8 



16. 



AppUcan. ..e ^^^^^^^^ r l^^f J 

iS'of Paper No. 8, that Skea«s« me „fBarber. Ms is oo, found 

paper, it suffers the "^ff^^"^^^^^ would have been motivated to make 
^isuasive because one of orduury ^^l^f'^J^ ^^yu^, between batches and 
Lombinant monoclonal ''»^^>'>^l%^ Xlary skill in the art at the time the 
also to make antibodies m large Z anti^class n major 

invention was made would have been "jo^^ " ^a delivery vehicle for antigen, 
histocompatability complex "'<'"«='°^^'^^ts , Wdge wim 
wherein the two molecules are coup^^ ^^'^^s agaLt the mght antigen, 
to each m a method to more efficienfly — ,4ted to the C-terminal end 
^i„g a monoclonal antibody ^^"J^f !" (a)) to the monoclonal antibody 
„, I molecule as tau^t by Skea ^e^ R^-^; ^[ „, references, 

composition taught by the 254 paBn . From m ^ ^^^^ 

evidence to the contrary. 
following new rejecions are mc^simed ty amndmm: 

Claims l-U, . and are -^^^^^l^^ f^T^;^^^^ "^^^ 
Barber (US Patent #4,950,480), in view of Baier et al. (J. v 

,..SOpa.entteachesame«.dof^e..*.S^^ 

histlmpatability complex ^j!,^ and col. 3, lines M-mX 

complex expressing cells (s^co^ ^^^.llk immm>ogenicity of synthetic pepude 
However, in order to ™^aiod of generating an immune 

vaccines (see the absttact), ^^^^y'^njugates recombinantly produced 

response in an anunal usmg '^^-^Z „r«etas of antiLy fragments expressing 
using chimeric genes that encode fus on Prote^ ot an y s ^ ^^^^ 

sho,?, immunogenic HW-l 



18. 
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anngem ^ *^,~';=*^,'^pi 2 ard page 2360, Figure 1), as recited m claims 
rr^rr^Ba^'e/i^tea^Jiv.^^^^^ 

..^ac^HsUc.,, ju^^^^^ , al. .ach U.. 

parag^h 1) asrected m S^IOJ. am,ge^^^_^^ J ^ ^ 
S The c'teriSbLS specmcally U, human andgen pre^ntrng cells 
«1 relevant HLA-DR molecules ^^^^^ ^ 
J,unogemcity as measured by mcreased smulanon L 2^pK^u 
human CD4* Th cells ftom donors ^"P^^ "'."^"^^^S Sim 29 The '254 
particular), and thus, an immunogemc •^^''""''^^^JL:,^^ i„ amended 
Un. also does not — to make 

claims. However, one o "'^""^J^^^^^^ variability between batches and 
recombinant monoclonal antibodies m oroar lo reo ^ , . ^ „ 

«s"specUlly in me absence of evidence «, the contrary. 
T^eApplicamsargue^a^^™^^^^^^^ 

^^acrp::vr^e^::;»^ - r^isr—. 



page 8 of Paper No. 8. 
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^ ^"^^ . ..r ^5 U S C 102(b) as being unpatentable over 

20 Claims Ml, 27 and 28 are -^^"^f ^^^ L/. 6m:2S57.2365. 1995). 
Barber (US Patent #5,194,254) m view of Baier et ( 



21. 



histocompatability complex exprej^'^fjf ^^^^^ ^ ^1-29, lines 44-51 and col. 3, 
complex expressing cells, (see ^ -^^^^^l''^^^^^ ^oes not teach an antibody wherem 
lines 40-56 and col. 5, Imes 9-15). The 2^4 p ^^^^^^ light 

the antigen moiety is located a the ^^^-^^^olec^^^ is weakly-immunogemc as 
chains, as recited in claims 3-6, wherem immunogemcity 
recited in claim 7. However, m order to mc^^^^^^^ ^ ^^^^ ^ 
of synthetic peptide vaccines (see recombinant antibody conjugates 

genLting an immune response ^^^^^^ .^^ode fusion proteins of anUbody 
Lombinantly produced usmg ^h^^"^^e^^ ^358, col. 1, 

fragments expressing short, — ^^^"^^^^^^^ specific for antigen presenting 
paragraph 1) wherein said an b^d^^^^^^^^^ 2363, co • 1, 

cells and was known m the art BaW et al. teach chimeric anti- 

paragraph 2 and col. 2, paragraph ^-^^^^^^^^^^ epitopes are located at the C- 
human HLA-DR class II ^'^f^^lf.^'^^, '^^graph 2 and page 2360 Figure 1), 
terminal end of the antibody ^^^^^^^f |' "J J^i^ teach bivalent monoclonal 
as recited in claims 4-6. Furthermore, ^^'^'^l^^^^^ chains, absent evidence 

Tnldies, which characte« ^^^^^^^^^ in claims 3-6. Baier et 

to the contrary (see page 2363 ^^^^^^^^^^ ^^'^^^ome the inherently weak 
al teach that chimeric antibodies ^anj)e used to o additionally teach that 

Lnunogenicity of a peptide, ^^^^^^^^ '^^^^ to said antibodies (see 

multiple similar or di^-^' ^^^in g'lO. An aitigen havhig two « 
page 2358, paragraph D.f^^^J^ paragraph under the heading of RESULlb , 
acids is taught on page 2359, col. , first P^^dP ^^^^^^^ 
: tcSed i^ claim U- The chimeric demonstrated improved 

Resenting cells displaying *e f - ^^^^^^^^ production in vitro by 

Lnunogenicity as measured by "^'^'^^^'^'^ !'™„.v.i antigens (page 2358, m 
C^n CD4^ Th cells from donors «PO««d^^°."J^ ^^^^ed Sdaim 28. The '254 
pXlar), and thus, an as recited in the amended 

patent also does not teach the ^^^^d^^^'^^^^ have been motivated to make 
claims. However, one o ^rdn^j^y s^^^^^^^^ .friability between batches and 

recombinant monoclonal ^'"^^^Zlf^^^^^^ of ordinary skUl in the art would 
also to make antibodies m ^^^"^J^fto' obtain the claimed invention, 
have had a reasonable ^xpeo^^J^ of^^^^^^^^^ beenprima/ad. obvious to one of 
Therefore, *e invention as a w^ej^^^ ^^^^ ,y the 
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22. 



antibodies in oraer lo rcuuu Annlicants argue in the paper 

ZZ amounts, as discussed, supra. ^J^^^PP^^^^^^ antibodies, as recited by 

1999 tat Baier teaches fragments and whole mo ^ ^^^^ 

r Applicants . This is not found P^^^^^^^^^^^^^ antibody given tiie 

would have been motivated to make the ^om^f^ ^ ^363, col. 2, 

teacWng of bivalent antibody ^'^^'''''\f^f',^^^^ for a more normal in 



naeeSofPaperNo. 8. 
' ui .,,„.28are.iec.eduM«35U.S.C.M02(a)as^in,«np— 



24. 



peptides (page 2358, col. 1. P^'^^f P^/^!^^^^^ in the art (see page 2357, col. 2 

^;^cifrc for antigen p—^^^ 2^ 

Ses are located at the C-tenrnn^ ^^d of ^ p—re, Baier et aL teach 

S page 2360, Figure 1), as recited "J ^^^^ ^^uld have heavy and ligM 
hSt monoclonal antibodies, which ^j^'^'^'^'f'^^^ 2 paragraph 2). as recited 

evidence to the co^^^^ 

in claims 3-6. Baier et al. teach that ctonenc ^^^^^^ 
nhereTtly weak unmmiogenicity of a P^P^^i^' "^ig^n moieties can be conjugated 

teach that multip^ ^^^ 

to said antibodies (see page 2358, vm^m ^ ^^^^ ^aph under the 
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f nrHinarv skUl in the art would have been motivated to 
light chains. However, one ^^^mry skUl m m bivalent antibody 

make the complete monoclonal antibo^^ f ^^^^^^ te^^mng^ ^ ^^^^^ ^^^^.^^ ^ 
fragments, taught by Baier (f/^^^f ^^'^^ f„;rL^une response to the 
complete Fc and Fab region for a ^^'^^^"^' "^^^ of the antigen-antibody 
antibody complex, since the Fc -^^^^^^^^^^^^^^ skill in the art would have 

complex by antigen P^^e^^^trng cells. Thus, o^^^^^^^ ^ ^^^^.^^ ^^^^^^^^^ 

had a reasonable expectation of ^^'^^^^^^^^^^ ^o one of ordinary skill in 

the absence of evidence to the contrary. 

^, 1QQ9 that Baier teaches fragments 

25. The Applicants argue in ".^f Applicants. This is not found 

and not whole monoclonal antibodies, a ecue y ^^^.^^^^ 

persuasive because one of ordinary stall ^^^^^ ,^tibody fragments, 

1.131, as indicated in the response on page 8 of Paper No. 

Double Patenting 

The nonstatutory double patei^ng .^^^^^ 
grounded in public policy (a policy refle^^ ^ , patent and to prevent possible 

Lroper timewise extension of the righ f^^L? 1 1 F 3d 1046, 29 USPQ2d 2010 (Fed. 
Zssment by multiple ^.^^^^.^^^^^^ 1985); In re Van Ornurn m 

Cir. 1993); In reU^ngi, F;!^^^' ^^.^.^^^^^^^^^^ F.2d 438, 164 USPQ 619 (CCPA 
F.2d 937, 214 USPQ 76 ^^|pQ 644 (CCPA 1969). 

1970);and, In re Thorington, 418 F.2d loj 

•<ruinrv\i 1 321(c) may be used to 
27 A timely ffled terminal disclaimer in compba.« ground 
Lcome an acmal or provisional rejection^as^ rwnTcommonly owned wittr this 

nrovided the conflicting application or patent is snown 

awUcation. See 37 C.F.R. 1.130(b). 

C.F.R. 3.73(b). 

Baier etal. (J. Virol 6m:2357-2365, 1995). 
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L mouvated to make r«ombm^ ta C — » 

be^een batches a.^ ^^^"^^^^-1^2,.^.^ of syn.l..ic peptide 
However, in order to increase ^^^^""^ J' . , ^ generating an immune response 
vaccines (see the abstract), Baier et al. teach a meAod ot g^^^ ^^^^ 
in an animal using recombimnt ^^^^^ffj^^^^^^^^ short, 
chimeric genes that encode t^si^n Prot^- f "a^^ f'Ld wherein said antibody 
immunogenic HIV-1 peptides (page ^^SS^^d^ 1' P^^^^^^^ the art (see page 

conjugate were specific for -Wese^t-g " ^ p^^^^^p, , 

2357, col. 2 paragraph 2, page 2363, coL J ' P^^^ ^^^^^ „ antigens and that 

Additionally, Baier et al. J^^^^tS e^^^^e^^^^^^ (P^^^ 
HIV-derived epitopes are located at ^ term^^i Furthermore, Baier et 

said antibodies (see page 2358, P>f W ' j j. paragraph imder the heading of 
two 15 ammo acids is .aught on page ^^J^-^^^.f^^ ^p^ifically to human 
"RESULTS", as recited m clami 11. The c"™™ molecules and demonstrated 
antigen presentmg ceUs displaymg "^^^^iToS prcducUon in vitro 
improved immunogenicity as measured by mcreas^smnwano f ^ 

Thuman CD4^ Th cells from '^^^^"'j"^ tSTs. m 
particular), and thus, an i™»>^»87'.'°'^''"°"^, ^^.^hed in the amended claims, 
'also does not teach the antibodtes betng '^"^^^Xated to make recombinant 
However, one of ordtaary skdl '^^^^SZ^^-^m^^e.n batches and also to make 
monoclonal antibodies m order to -^^^ would have had a 

antibodies in large amounts. Thus, '''^"^J'^'^a^Z^on. The arguments 
reasonable expectation of success to ""tam Ae clam«d m 
concermng Baier, et al. have been discussed, supra. 

3, CUhn 1-11, 27 ar. 2S -^.'^i^^tCatST'S^r 5^^^^^^^ 
n. The Applicants argue t..t TM AP^J^^rrl — r^tTe 
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XSid antibody conjugate were spectflc ^ ^|^» P^, ^g«ph 2 and col. 2 

oaracraph 2. AddiUonally, Baier et al. c-teminal end of the antibody 

S and that HIV-dcrived epitopes are loca^ claims 4-6. 

f ! mTs col 1, patagtapk 2 and page 2360, Hgure , ^ ^^^^Kristically 
^:«;.tier « al.U bivalent mcmod™^^ 

"ve ieavy and light '^f^'f^Zt^Z^'^ chhnerio antibodies can ^ 

tovTn^ wo 15 amino acids is tanght on ^'^'^ specificaUy 
antigen navmg j^„,^,j^ 11. The cmmen i^^ules and 

theheadmgot Rb!>ui.i3 , a ^i„|„ing the relevant HLA-uk muic 
to human antigen presentmg cells .^fPl'^"* ^ ^y increased stimulauon of IL-2 
'titrated improved ^fljl^-^iyS^ors Lposed to HIV-l antige^ *^ 

irirvro^--^^^ 

^mbinant monoclonal antibodies ""f '"^Xry sldi in the art would have had 
r„Se antibodies m large a^u^^J^-.^^^^^^ ta,ention. The arguments 

, reasonable expecjanonjf ---^^^ ^^^^ 

concerning Baier, et ai. aay^ ^ 

Conclusion 

will expire on the aaie uk a 
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final action. 

Papers related to this aPPlication may^^^^ 

transmission. Papers should be faxed to Group 1640 v^^^ ^^^.^^^ 
CrystalMalll. The faxing of such papers must coirfo^^^ P ^^^^^^ 

^i- ;oi r^T*>ttp 1096 OG 30 (November 15, 1989). '-^'^'^^ 
NUMBER IS (703) 305-3014 or (703) 308-4242. 

should be directed to Mary Tung whose K'^P""™ g.j^ ,„ g-oo pm. A 

Examiner can normaUy be reached ^yj^^^^^^^l^^ ,„ reach the 
message may be left on the Examn« I'Tx^L^lpervisor, Cteistina Chan can 
T^ml^ mZ"i^^<-^ or relating to d. sjams 
te^pH^ao?sSfi dir^Ll ^ Z Group 1640 receptionist whose telephone 
number is (703) 308-0196. 
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